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DETAILED ACTION 
Response to Amendment 

1 . Claims 6, 7,8,11 and 21 have been amended, claims 1 -5, 9-1 0, 1 2-1 3, 1 6-1 9 
and 23-24 have been cancelled, as requested in the amendment filed on February 14, 
2008. Following the amendment, claims 6-8, 11, 14-15 and 20-22 are pending in the 
instant application. 

Claims 6-8, 11, 14-15 and 20-22, in so far as they read upon the elected species 
of rab31 , are under examination in the instant office action. 

2. Any objection or rejection of record, which is not expressly repeated in this action 
has been overcome by Applicant's response and withdrawn. 

3. Applicant's arguments filed on February 14, 2008 have been fully considered but 
they are not deemed to be persuasive for the reasons set forth below. 

Claim Rejections - 35 USC § 112, second paragraph 

4. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

5. Claims 6-8, 14-15, and 20 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

6. Claim 6 stands rejected for reasons of record in the Paper filed September 14, 
2007. On page 10 of Remarks filed February 14, 2008, Applicant traverses the 
rejection on the grounds that the amendment to the claim obviates the relationship 
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between the cell being contacted and the rab31 being measured. Examiner disagrees. 
The amendment does not render clear that the cell even expresses "a translation 
product of a gene coding for rab31" as the claim reads upon "contacting a cell " 
(emphasis added), and that encompasses cells that do not express rab31 . 

7. Claim 7 stands as being rejected for the indefinite recitation of a "test animal 
which is predisposed to developing ...a neurodegenerative disease or related diseases 
or disorders" and "a matched control animal which is predisposed to developing ... a 
neurodegenerative disease or related diseases or disorders". On page 1 1 of Remarks 
filed February 14, 2008, Applicants traverse the rejection on the grounds that the 
specification describes that an animal can exhibit "a predisposition to developing 
symptoms of neuropathology similar to a neurodegenerative disease, in particular AD" 
as a result of, for example, "a modification of [an] endogenous gene, wherein said gene 
is mis-expressed, or under-expressed, or over-expressed." Examiner asserts that even 
determination by altered gene expression requires essential active steps that are 
omitted from the claimed method. One of ordinary skill in the art could not determine 
the metes and bounds of an animal that is predisposed. Moreover, because the instant 
specification does not identify that property or combination of properties which is unique 
to and, therefore, definitive of a "predisposition", an artisan cannot determine if a animal 
which meets all of the other limitations of a claim would then be included or excluded 
from the claimed subject matter by the presence of this limitation. 

8. Claims 8, 14-15, and 20 are indefinite for depending from indefinite claims. 
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Claim Rejections - 35 USC §112, first paragraph 

9. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

10. Claims 6-8, 11, 14-15 and 20-22 stand as rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the enablement requirement for reasons of record 
in the Paper filed September 14, 2007. 

On page 12 of Remarks filed February 14, 2008, Applicant traverses the rejection 
on the grounds that the specification states a definitive physiological activity for "rab31 , 
as a vesicle membrane-associated protein, participates in the regulation of vesicle 
trafficking, targeting and fusion." Applicant state that the specification further recites, 
"[r]ab31 may, for instance, impact on sorting and targeting of transport vesicles 
containing the amyloid precursor protein (APP) and, thereby, have a causative role in 
the development of AD." Applicant argues that by disclosing an activity of rab31 , and 
noting altered expression in AD post-mortem samples versus controls, the specification 
fully enables the claims. While this has been considered in full it is not found persuasive 
to overcome the rejection for the following reasons. 

One of ordinary skill in the art would easily recognize that the expression levels 
of many transcripts or proteins are measurably altered in a disease or pathological 
state. Since the disclosure has not provided evidence of a nexus between rab31 
activity and neurodegenerative diseases then there is no reasonable evidence that one 
of ordinary skill in the art could perform the method as claimed and successfully screen 
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for a modulator of neurodegenerative diseases. The disclosure has failed to identify 
even one compound screened by the method that is useful as a modulator of disease. 
The guidance within the specification is merely prophetic regarding compounds 
identified by the method and how they may serve as a modulator of neurodegenerative 
diseases or related disorders. Thus, Applicant has not provided guidance that said 
method could be performed with a reasonable expectation of success. 

Much remains with respect to the unpredictability of screening for modulators of 
neuron degenerative diseases and no definitive links between altered gene expression 
in neurodegenerative disease, such as familial inherited Alzheimer's disease, have lead 
to the discovery of modulators of these genes of interest that are valid treatments or 
biomarkers for AD. To date, no disease modulators have been identified from 
correlative neurodegenerative gene markers. 

Furthermore, the claimed method encompasses the use of a transgenic animal 
and the instant specification has provided no guidance to one of ordinary skill in the art 
as to how to make and/or use the transgenic animal of the claims. The development of 
a transgenic animal is not trivial and much unpredictability remains within the art with 
respect to heterologous expression of genes. 

Thus, Examiner maintains that the mere correlative evidence provided in the 
disclosure is an invitation for further experimentation and that one of ordinary skill in the 
art would have to perform undue experimentation in order to use the invention as 
claimed. 



Application/Control Number: 10/520,679 Page 6 

Art Unit: 1649 

Conclusion 

11. No Claim is allowed. 

12. Any new grounds of rejection presented in this Office action were necessitated 
by Applicant's amendment. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to STACEY MACFARLANE whose telephone number is 
(571 )270-3057. The examiner can normally be reached on M,W and ALT F 7 am to 
3:30, T & R 5:30 -5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on (571 ) 272-091 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Stacey MacFarlane 

Examiner 

Art Unit 1649 

/Olga N. Chernyshev, Ph.D./ 
Primary Examiner, Art Unit 1649 



